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DETAILED ACTION 

The following office action is a responsive to the RCE filed, 09/01/05. 
The amendment filed 07/27/04 affects the application, 09/809,329 as follows: 
1. New claims 21-27 have been added. This leaves claims 13-27. 
The responsive to applicants' arguments is contained herein below. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 13-27 are rejected under 35 U.S.C. 103(a) as being unpatentable over Furuta et al. 
(Jpn J Cancer Chemother 18 (3): 393-402, 1991). 

In claim 13, applicant claims a method of treating a solid tumor, comprising 
administering an effective amount of camptothecin, or a camptothecin derivative, as a first agent, 
in combination with an effective amount of a topoisomerase II inhibitor as a second agent, 
wherein the agents are administered simultaneously, semi-simultaneously, or separately, and 
wherein said first and second agents provide a therapeutic synergy superior to each of the agents 
used alone at its optimum dose in the treatment of said solid tumor. Dependent claims 14-19 are 
drawn to methods involving specific camptothecin derivatives (teniposide and etoposide) and 
specific topoisomerase II inhibitors (adriamycin (doxorubicin) and daunomycin (daunorubicin)). 
It should be noted that claims 14-19 are also obvious in view of Furuta et al., since Furuta et al. 
also use the same antitumor agents (adriamycin and etoposide) or antitumor agents that belong to 
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the same genus as (daunomycin) and (teniposide). Dependent claim 20 is drawn to the method 
according to any one of claims 13-19, wherein the camptothecin derivative is administered 
orally. Dependent claims 21-27 are drawn to said method involving specific first agent, specific 
anthracycline antibiotics, specific solid tumors and specific routes of administration agents. 

Furuta et al. disclose a method of treating a tumor (L 1210 leukemia), comprising 
administering an effective amount of a camptothecin derivative, as a first agent, in combination 
with administration of an effective amount of a topoisomerase II inhibitor as a second agent, 
wherein the agents are administered simultaneously, semi-simultaneously, or separately and 
wherein said first and second agents provide a synergistic effect (see abstract and tables). 

The difference between applicant's claimed method and the method taught by Furuta et 
al. is the type of tumor that is treated, the form of administration of said agents and the fact that 
Furuta et al. is silent about whether or not the dose of their agents is an optimum dose. However, 
Furuta et al.'s dose may well be an optimum dose since such dose is not defined in terms of a 
tangible quantity, amount or concentration. Also, if Furuta et al.'s dose is not an optimum dose 
then Furuta et al.'s dose produces the same synergy (i.e. therapeutic synergy) at a dose that is 
less than optimum dose. Furthermore, it is obvious and common in the art to optimize the doses 
of such drug or agent combinations in the treatment of tumors. 

It would have been obvious to one having ordinary skill in this art, at the time the claimed 
invention was made, in view of Furuta et al., to use the method of Furuta et al. to treat various 
types of tumors like solid tumors, and to use antitumor agents taught by Furuta et al. that belong 
to the same genus as (adriamycin and daunomycin) and (teniposide and etoposide) for the 
treatment of different tumors using any common administrative form (e.g. oral administration) 
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and any dose (e.g optimum dose), based on need, like the type and/or degree of severity of the 
tumor and the subject that is treated. 

One having ordinary skill in the art would have been motivated in view of Furuta et al., to 
use the method of Furuta et al. to treat various types of tumors like solid tumors, and to use 
antitumor agents taught by Furuta et al. that belong to the same genus as (adriamycin and 
daunomycin) and (teniposide and etoposide) for the treatment of different tumors using any 
common administrative form (e.g. oral administration) and any dose (e.g optimum dose), based 
on need, like the type and/or degree of severity of the tumor and the subject that is treated. It 
should be noted that merely modifying the process conditions such as temperature and 
concentration is not a patentable modification absent a showing of criticality. In re Alter , 220 
F.2d454, 105U.S.P.Q. 233 (C.C.P.A. 1955). 

Response to Amendment 

Applicants arguments filed September 9, 2005 have been fully considered but they are 
not persuasive. 

The applicant argues that the teachings in Furata et al. are limited to the treatment of 
L1210 leukemia, which, as one skilled in the art knows, is not a solid tumor. There is no teaching 
or suggestion therein that this combination would be useful for treating solid tumors, as claimed 
herein. However, applicant claims the treatment of solid tumors which includes or encompasses 
several types of tumors such as sarcomas, carcinomas and lymphomas. It is commonly known in 
the art that some therapeutic agents are effective against both solid and leukemias. Moreover, 
camptothecin and topoisomerase II inhibitors are known to be used in the treatment of both solid 
tumors and leukemia. Thus, one would be motivated to use Furata et al.'s combination to treat 
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solid tumors in addition to leukemia. For example, Lackey et al. in US 5,342,947 patent 
disclose that camptothecin' s cytotoxic activity is thought to be directly related to camptothecin' s 
potency as a topoisomerase inhibitor. [For detailed explanations of the topoisomerase function 
see A. Lehninger, Principles of Biochemistry, 813, Worth Publishers, New York (1982); L. F. 
Liu, "DNA Topoisomerases," CRC Critical Review in Biochemistry, 1-24, 15 (1983) and H 
Vosberg, "DNA Topoisomerases: Enzymes that Control DNA Conformation, " Current Topics in 
Microbiology and Immunology, 19, Springer-Verlag, Berlin (1985).] In particular, camptothecin 
has been shown to be effective in the treatment of leukemia (L-1210) and certain solid tumors in 
laboratory animals, e.g., see Chem. Rev. 23, 385 (1973) and Cancer Treat. Rep., 60, 1007 (1967) 
(see US 5,342;947, col.l, lines 35-50). Furthermore, US 5,786,344 patent discloses that the 
campthothecin analogues (derivatives) have well-documented activity against resistant solid 
tumors particularly colon, lung cancer and ovarian cancer, and refractory leukemia. CPT-1 1 
itself has shown antitumor activity in phase II trials in patients with carcinomas of lung, cervix, 
ovary, colon, and rectum and in patients with non-Hodgkin f s lymphoma. However, it will be 
appreciated that the camptothecins may be used to treat practically any cancer (see US 
5,786,344, col. 9, lines 58-67 to col. 10, line 2). In addition, US 5,646,159 discloses 
camptothecin compounds (derivatives) that are effective in treating in treating leukemia and solid 
tumors in mammals and humans (see US 5,646,159, col. 7, lines 22-37). Also, Felix et al. 
(Blood (1996), 87 (10), 4376-4381) disclose that primary cancers including solid tumors and 
leukemias can be treated with topoisomerase II inhibitors (see abstract). Furthermore, Kushner 
et al. (Journal of Clinical Oncology, (1998 Sep) 16 (9) 3016-20) disclose that topoisomerase II 
inhibitors can be used to treat patients with solid tumors. The applicant argues that Furata et al. 
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did not evaluate the effect of the highest non-toxic dose of campotothecin or doxorubicin when 
administered as a single agent. Without such a determination it is not possible to determine the 
synergestic effect of the CPT-I 1 and doxorubicin combination or whether there is any 
"therapeutic synergy" described therein, as that term is defined in the claims. However, 
synergism or therapeutic synergy is not limited to an optimum dose (i.e., highest non-toxic dose) 
and therefore, Furuta et al. do not have to disclose an optimum dose (i.e., highest non-toxic dose) 
in reporting synergism or synergistic effects of their composition. Also, Furuta et al. data of 
Table 3 shows that the effect (survival times) of two chemicals (CPT-II and adriamycin) on the 
inoculated mice (an organism) is greater than the effect of each of these chemicals individually 
(for example, 12.5 mg/kg of CPT-II + 6.25 mg/kg of adriamycin produces a survival time of 
16.5 ± 1.7 days whereas, 12.5 mg/kg of CPT-II produces a survival time of 10.8 ± 0.4 days and 
6.25 mg/kg of adriamycin or doxorubicin produces a survival time of 1 1.7 ± 0.7 days; based on 
three administrations (days 1,5,9) per dosing regimen). This result complies with the latter stated 
definition of synergism or synergistic effect and also with applicant's definition excluding the 
limitation or term, "when used at maximum dose". In addition, applicant argues that the 
Examiner's statement pertaining to the data in table 3, is not supported by all, and is contrary to 
some, of the data in Furuta. However, the aforementioned results of Furuta et al. are the results 
of a single experiment at the given concentrations and a comparison to other results from other 
experiments (as presented or argued by applicant) is irrelevant, especially since other 
experiments involve different conditions. Furthermore, applicant argues that the rate of survival 
for mice treated with the therapeutic synergistic combination is almost double the rate of survival 
for the mice treated with the individual constituents alone, and more than three times the rate 
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reported in Furuta. However, in the absence of a side-by- side comparison between applicant's 
composition and Furuta et al. composition (which involves the same specific conditions and 
experimental parameters) one cannot assume that Furuta et al. composition would not give the 
same results. As applicant indicated, the data in Table IV (i.e., applicant's data) is not directed to 
days of survival as in Furuta, but instead, it is directed to the time in days for the tumors to reach 
1000 mg. This difference in measured parameters or conditions is one example that indicates the 
absence of the said side-by-side comparison. Moreover, applicant's therapeutic synergistic 
pharmaceutical composition, as claimed reads on Furuta et al.'s composition, since Furuta et al. 
composition contains the same ingredients or components as applicant's composition. It should 
be noted that applicant does not claim any specific amounts, quantities or concentrations of the 
said composition or components of the composition that equates to a maximum or optimum 
dose, or that renders his/her composition different from Furuta et al.'s composition. Thus, Furuta 
et al's composition is the same as applicant's claimed composition and should have the same 
therapeutic synergistic effect when administered under the same conditions. In addition, it should 
also be noted that merely modifying the process conditions such as temperature and 
concentration is not a patentable modification absent a showing of criticality. In re Aller , 220 
F.2d 454, 105 U.S.P.Q. 233 (C.C.P.A. 1955). 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Henry whose telephone number is 571-272-0652. 
The examiner can normally be reached on 8:30 am to 5:00 pm; Mon-Fri. If attempts to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, James O. Wilson can be 
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reached on 571-272-0661. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703 308-1235. 



MCH 



November 23, 2005. 




SAMUEL BARTS 
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